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L2 ANSWER 1 OF 40 BIOSIS COPYRIGHT 2001 BIOSIS 
AN 2001:262548 BIOSIS 
DN PREV2001 00262548 

Tl Schiff base-forming compounds inhibit estrogen receptor-positive and 

•negative mammary carcinoma cell proliferation. 
AU Davis, Barbara A. (1 ) 

CS {1 ) Molecular Nutrition Laboratory, Virginia Polytechnic Institute and 

State University, Blacksburg, VA, 24061 USA 
SO FASEB Journal, (March 8, 2001) Vol. 15, No. 5, pp. A963. print. 

Meeting Info.: Annual Meeting of the Federation of American Societies for 

Experimental Biology on Experimental Biology 2001 Orlando, Florida, USA 

March 31 -April 04, 2001 

ISSN: 0892-6638. 
DT Conference 
LA English 
SL English 

AB Vitamin B6, in the form of pyridoxat (PL), inhibits growth of both 

estrogen receptor-positive (ER+) and -negative (ER-) mammary carcinoma 
cells in vitro. In the experiments described here, ***Tucaresot*** 
(TUC), a Schiff base-forming benzaldehyde, was used along side PL to 
compare the growth inhibitory properties of these two compounds. T-47D 
(ER+) and MDA-MB-231 (ER-) cells were cultured in phenol red-free medium 
plus vehicle control, 100 muM TUC, 300 muM TUC, 100 muM PL or 300 muM PL 
for 3d. At the 100 muM dose, TUC and PL inhibited (3H>-thymidine 
incorporation into DNA of cells similarly (52 and 58.6% of control cells, 
respectively). However at the 300 muM dose, TUC was more potent than PL, 
inhibiting (3H)-thymidine incorporation to 3% vs. 23% of control cells, 
respectively. TUC is an orally bioavailable, systemic immunopotentiating 
drug known to form a Schiff base with amines on the surface of T helper 
lymphocytes. It has been shown to inhibit colon adenocarcinoma and 
melanoma growth in vivo, presumably via its immunopotentiating properties. 
Data presented here suggest that TUC may inhibit cancer cell growth by a 
more direct mechanism, since only mammary carcinoma cells were present in 
our culture system. Further study of the Schiff base-forming compounds, 
vitamin B6 and TUC, will enhance our understanding of the mechanism by 
which they inhibit mammary carcinoma cell growth and may lead to 
identification of novel therapeutic agents. 

L2 ANSWER 2 OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V.DUPLICATE 1 
AN 2001376614 EMBASE 

Tl Erythrocyte-active agents and treatment of sickle cell disease. 
AU Brugnara C; Oe Franceschi L.; Beuzard Y. 

CS Dr. C. Brugnara, Department of Laboratory Medicine, Children's Hospital, 

300 Longwood Ave, Boston, MA 02115, United-States 
SO Seminars in Hematology, (2001) 38/4 (324-332). 

Refs:118 

ISSN: 0037-1963 CODEN: SEHEA3 
CY United States 
DT Journal; General Review 
FS 025 Hematology 

030 Pharmacology 

037 Drug Literature Index 
LA English 
SL English 

AB The sickle hemoglobin (HbS)-containing erythrocyte and its membrane 
represent a logical target for sickle cell disease therapy. Several 
antisictding agents which interfere with HbS polymerization have been 
studied over the last 30 years, but none has overcome the challenge of 
delivering high concentrations inside the sickle red blood cell without 
toxicity. The sickle erythrocyte membrane has also been targeted for 
therapeutic developments. Prevention of sickle celt dehydration by use of 
specific blockers of ion transport pathways mediating potassium loss from 
the sickle erythrocyte has been shown to be a feasible strategy in vitro, 
in vivo in transgenic sickle mice, and in patients. Other approaches have 
focused on improving the hemorheology of sickle erythrocytes and reducing 
their abnormal adhesion to endothelial cells. These potential treatments 
could be used alone or in combination with other approved therapies, such 
as hydroxyurea. .COPYRGT. 2001 by W.B. Saunders Company. 

L2 ANSWER 3 OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V.DUPLICATE 2 
AN 2001362418 EMBASE 

Tl Schiff base-mediated co-stimulation primes the T-celKreceptor-dependent 

calcium signalling pathway in CD4 T cells. 
AU Hall S.R.; Rhodes J. 

CS Dr. S.R. Hall, Building 6, GlaxoSmithKline Res. and Development, Medicines 
Research Centre, Stevenage SG1 2NY, United Kingdom, srh18219@gsk.com 

SO Immunology, (2001) 104/1 (50-57). 
Rets: 27 

ISSN: 0019-2805 CODEN: IMMUAM 
CY United Kingdom 
DT Journal; Article 

FS 026 Immunology, Serology and Transplantation 

029 Clinical Biochemistry 

037 Drug Literature Index 
LA English 
SL English 

AB In addition to macromolecular interactions that provide co-stimulation 
during antigen-presenting cell (APC) and CD4(+) T-cell conjugation, 
covalent chemical events between specialized ligands have been implicated 
in T-cell co-stimulation. These take the form of transient Schiff base 
formation between carbonyls and amines expressed on APC and T-cell 
surfaces. Small Schiff base-forming molecules, such as "tucaresol"** 
, can substitute for the physiological donor of carbonyl groups and 
provide co-stimulation to T cells, thereby functioning as orally active 
immunopotentiatory drugs. The Schiff base co-stimutatory pathway in T 
cells has been partially characterized in terms of changes in Na(+) and 
K(+) transport, and activation of the mitogen activated protein kinase 
(MAPK) ERK2. In the present study, the effects of Schiff base 
co-stimulation by ***tucaresor** on the T-cell receptor 
(TCR)-dependent pathway leading to Ca(2+) release were investigated. 
Schiff base co-stimulation by "tucaresol*** was found to prime for 
enhanced TCR-dependent phosphofipase C-. gamma, phosphorylation, inositol 
1,4,5-tri phosphate production, and Ca(2+) mobilization that correlated 
with functional enhancement of interleukin-2 production in primary T 
cells. The effects on Ca(2+) occurred comparably in Jurkat and primary 
CD4{+) T cells responding to anti-CD3 monoclonal antibody. Enhancement of 



the Ca(2+) response required a 10-min priming period and was prevented by 
prior covalent ligation of cell-surface free amino groups by 
sulpho-N-hydroxy succinimido-biotin; clofiUum-me dialed inhibition of 
™ tucaresol*** -induced changes in intracellular K(+); and selective 
inhibition of the MAPK pathway. The data are consistent with a priming 
mechanism in which late co-stimulation-triggered events exert a positive 
influence on early TCR-triggered events, in additional studies of murine T 
cells expressing trans-gene TCRs. ***tucaresol~* was likewise shown 
to prime for enhanced Ca(2+) mobilization in response to physiological 
TCR-engagement by MHC-peptide complexes. 

L2 ANSWER 4 OF 40 CAPLUS COPYRIGHT 2001 ACS 

AN 2000:725476 CAPLUS 

DN 133:291106 

Tl Immunomodulating polymers 

IN Taanabos, Arthur O.; Kasper, Dennis L; Onderdonk. Andrew B.; Wang, Ytng 
PA Brigham and Women's Hospital, inc., USA 
SO PCT Int. Appl., 80 pp. 

CODEN: PIXXD2 
DT Patent 
LA EngUsh 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 

PI WO 2000059515 A2 20001012 WO 2000-US8566 20000331 
WO 2000059515 A3 20010111 

W: AE, AL, AM. AT, AU, AZ, BA, BB. BG, BR, BY, CA. CH CN CU CZ 
DE, DK, EE, ES. Fl, GB, GD, GE, GH, GM, HR, HU, ID, iL, IN, is' 
JP, KE, KG, KP, KR, KZ, LC, LK. LR, LS, LT, LU, LV, MD, MG, MK 
MN, MW, MX, NO, NZ. PL, PT, RO, RU, SD, SE, SG, SI SK SL TJ 
TM, TR, TT, UA, UG, UZ, VN, YU, ZA, ZW, AM, AZ, BY.KG ,'kz'mD 
RU, TJ, TM 

RW: GH, GM, KE, LS, MW, SD. SL, SZ. TZ, UG. ZW, AT, BE, CH CY DE 
DK, ES, Fl, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ CF ' 
CG, CI, CM. GA, GN, GW, ML, MR, NE, SN, TD, TG 
PRAI US 1999*127584 P 19990402 

US 1999-162457 P 19991029 
AB Methods and products for inducing IL-2 secretion, inducing IL-10 
secretion, activating T cells, suppressing IgG antibody response to 
specific antigen, promoting allograft survival, reducing postoperative 
surgical adhesion formation, and protecting against abscess formation 
assocd. with surgery, trauma or diseases that predispose the host to 
abscess formation are provided. The methods of the invention are 
accomplished using an immunomoduiator which is a polymer having at (east 
two repeating charge motifs sepd. by at least a certain min. distance. 

L2 ANSWER 5 OF 40 CAPLUS COPYRIGHT 2001 ACS 

AN 2000:161160 CAPLUS 

DN 132:199039 

Tl Method of DNA vaccination 

IN Charo, Jehad; Kiessting, Rotf 

PA Glaxo Group Limited, UK 

SO PCT Int. Appl., 65 pp. 

CODEN: PIXXD2 
DT Patent 
LA EngUsh 
FAN.CNT 1 

PATENT NO. KIND DATE 



APPLICATION NO. DATE 



PI WO 2000012121 A1 20000309 WO 1999-EP6217 19990825 
W: AE, AL, AM, AT, AU, AZ. BA. BB, BG, BR, BY, CA, CH, CN, CR CU 
CZ, DE, DK. DM. EE, ES, Fl, GB. GD, GE, GH, GM, HR, HU, ID IL ' 
IN, IS. JP, KE, KG, KP, KR, KZ, LC, LK, LR. LS, LT, LU, LV, MD 
MG, MK, MN, MW, MX, NO, NZ, PL. PT. RO, RU, SD, SE SG SI SK 
SL, TJ, TM, TR. TT, UA, UG, US, UZ, VN, YU, ZA, ZW, AM, AZ BY 
KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, SD, SL. SZ, UG, ZW, AT. BE. CH CY DE DK 
ES, Fl, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ CF CG 
CI, CM, GA, GN, GW, ML. MR, NE, SN. TD, TG 
AU 9957402 A1 20000321 AU 1999-57402 19990825 
EP 1107785 A1 20010620 EP 1999-944505 19990825 
R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT 
IE, SI, LT, LV, Fl, RO 
NO 2001000922 A 20010423 NO 2001-922 20010223 
PRAJ GB 1 998-1 8627 A 19980826 
W0 1999-EP6217 W 19990825 
AB A method of vaccinating a mammal against a disease state, comprising 
administrating to said mammal, within an appropriate vector, a nucleotide 
sequence encoding an antigenic peptide assocd. with the disease state; 
addnl. administering to said mammal a compd. which enhances both humoral 
and ceBuiar immune responses initiated by the antigenic peptide, the 
compd. being selected from the list contained herein, wherein the compd. 
is preferably Tucaresol*** or a physiol, acceptable salt or ester 
thereof, where appropriate. 
RE.CNT 5 
RE 

(1) Rhodes. J; IMMUNOLOGY TODAY 1996, V17(9), P436 CAPLUS 

(2) Rhodes, J; NATURE 1995 

(3) Sasaki, S; CLINICAL AND EXPERIMENTAL IMMUNOLOGY 1998 V1 1 1 P30 CAPLUS 

(4) Sasaki, S; INFECTION AND IMMUNITY 1998, V66(2). P823 CAPLUS ' 

(5) Wellcome Found; WO 9407479 A 1994 CAPLUS 

L2 ANSWER 6 OF 40 CAPLUS COPYRIGHT 2001 ACS 
AN 2000:891632 CAPLUS 
DN 134:41090 

Tl Peptide immunogen as vaccine for allergic reaction and its preparation 
IN Liu, Qingliang 

PA Shanghai Inst, of Biological Products. Ministry of Health, Peop. ReD 
China ¥ ' 

SO Faming ZhuanS Shenqing Gongkai Shuomingshu 30 dd 
CODEN: CNXXEV 

OT Patent 

LA Chinese 

FAN.CNT 1 

PATENT NO . KIND DATE APPLICATION NO, DATE 

PI CN 1253953 A 20000524 CN 1 998-1 21 989 19981112 
AB Human IgE receptor-binding peptide epitopes are disclosed for use as 

vaccines for treating hypersensitivity. The peptides are conjugated with 

earner protein, or are fusion protein contg. earner protein, and are 

administered with adjuvant. The carrier protein is selected from 

hepatitis B surface antigen, hepatitis B core antigen, or nucleoprotein of 



rabies virus, preferably hepatitis B surface antigen. The adjuvant is 
liposome, AI(OH)3 gel. gamma-inuSn, or ■"tucaresoP** , preferably 
liposome. The human vaccine is prepd. by synthesizing and purifying 
peptide immunogen, conjugated with carrier protein in the presence of 
chem. crosslinking agent (or transferring into E. coli, saccharomyces, or 
phage, expressing, sepg.), and mixing with adjuvant. The chem. 
crosslinking agent is glutaraldehyde, bis(diazo)benzidine, etc. 

L2 ANSWER 7 OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V DUPLICATE 3 
AN 2000196781 EMBASE 

Tl Activity of the novel immunomodulatory compound "tucaresoP" 

against experimental visceral Leishmaniasis. 
AU Smith A.C.; Yardley V.; Rhodes J.; Croft S.L 
CS S.L. Croft, Dept. of Infect, and Tropical Dis., London Sen. of 

Hygiene/Tropical Med., Keppel Street, London WC1E 7HT, United Kingdom. 

simon.croft@lshtm.ac . uk 
SO Antimicrobial Agents and Chemotherapy. (2000) 44/6 (1494-1498) 

Refs: 39 

ISSN: 0066-4804 CO0EN: AMACCQ 
CY United States 
DT Journal; Article 
FS 004 Microbiology 

030 Pharmacology 

037 Drug Literature Index 
LA English 
SL English 

AB *~Tucaresof* . a novel immunomoduiator, was inactive against 
Leishmania donovani amastigotes in both peritoneal and bone marrow 
macrophages in vitro at concentrations between 100 and 1 .mu.M, with 
toxicity to macrophages and parasites at 300 .mu.M. However, against L. 
donovani in BALB/c mice at doses between 80 and 1 .25 mg/kg of body weight 
administered once daily by the oral route during days 7 to 1 1 of 
infection, an optimal dose of 5 mg/kg produced a 43.8 to 62.4% suppression 
of liver amastigotes, with significantly reduced activity at the extremes 
of the dose range. This response was not related to levels of infection. 
No interaction with the standard pentavalent antimonial sodium 
stibogluconate (Pentostam) was observed during this period of infection. 
The optimum dose of 5 mg/kg was ineffective when administered during the 
first week of infection and was most effective against the liver infection 
when administered during weeks 2 to 3 of infection (42.3 to 46.8% 
inhibition) and against the splenic infection when administered during 
week 6 of infection (59.5% inhibition). The optimum dose of 
~*tucaresor* against L. donovani in C57BL/6 mice was 5 mg/kg, which 
produced a 40.8 to 48.7% suppression of liver amastigotes when 
administered in a range of 80 to 1.25 mg/kg during days 7 to 11 of 
infection. The drug had no activity against L. donovani infections in 
C.B-17 scid mice when the same regimen was used. 

L2 ANSWER 8 OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI B V DUPLICATE 4 
AN 2000436813 EMBASE 

Tl In vitro immunomodulatory properties of "*tucaresof*~ in HIV 
infection. 

AU Clerici M.; Cogliati M.; Rizzardira G.; Colombo F.; Fossati S.; Rhodes J ■ 
Bray D.; Piconi S. 

CS M. Cferici, DiSP LITA Vlalba, Via G.B. Grassi, 74, 20154 Milano, Italy. 

mago@mailserver.unimi,it 
SO Clinical Immunology, (2000) 97/3 (21 1-220). 

Refs: 32 

ISSN: 1521-6616 CODEN: CLfIFY 
CY United States 
DT Journal; Article 
FS 004 Microbiology 

026 Immunology, Serology and Transplantation 

037 Drug Literature Index 
LA English 
SL English 

AB The immunomodulatory properties of ***tucaresol*~* (compound 589C80) 
were tested on in vitro antigen- and mitogen-stimulated proliferation and 
cytokine production by peripheral biood mononuclear cells (PBMC) of 
HIV-infected individuals and healthy controls (HC). Results showed that 
•"tucaresot*** : (1) increases influenza A virus-, gp 160 peptide-, and 
HLA alloantigen-stimulated proliferation as welt as interieukin (IL)-2 and 
interferon gamma (IFN.gamma.) production by PBMC of HI V-infected 
individuals with higher CD4 counts (>500/.mu.l) but had only a marginal 
immunomodulatory effect on PBMC of patients with lower CD4 counts 
(<5007.mu.l); (2) did not modify IL-10 production; (3) augmented CD25 
expression on mitogen-stimulated T cells of HC but not of HIV-infected 
individuals; and (4) marginally increased CTL activity. The 
immunomodulatory properties of ***tucaresor* were confirmed by PCR 
analyses; additional data showed that ***tucaresol*** costimulated 
CD3-dependent triggering of T cells and that this stimulation was 
independent of CD28 costimulation. The immunomodulatory effects of 
**"tucaresor~ on T cell functions are characterized by a bell-shaped 
dose response curve; the action of the compound is optimal in the 100 to 
300,mu.M range. Analyses of mitogen-stimulated apoptosis demonstrated that 
the lack of effect of "tucaresol*** at higher doses is not the 
result of increased cell death, suggesting a role of functional 
impairment. These data confirm that ***tuearesol*~ can stimulate T 
helper cell function and enhance the production of type 1 cytokines, thus 
eliciting cell-mediated immunity, and warrant its potential utility in the 
therapy of HIV infection. (C) 2000 Academic Press. 

L2 ANSWER 9 OF 40 BIOSIS COPYRIGHT 2001 8IOSIS 
AN 2000:499965 BIOSIS 
DN PREV200000500086 

Tl Activity of the Schiff-base-forming compound "tucaresol*** against 

experimental visceral leishmaniasis. 
AU Croft, S. L. (1); Smith. A. C. (1); Yardley, V. (1); Rhodes, J. 
CS (1) London Sch. of Hygiene and Tropical Med., London UK 
SO Abstracts of the Intersclence Conference on Antimicrobial Agents and 

Chemotherapy, (1999) Vol. 39, pp. 730. cd-rom. 

Meeting Info.: 39th Interscience Conference on Antimicrobial Agents and 
Chemotherapy San Francisco, California, USA September 26-29. 1999 American 
Society for Microbiology 

DT Conference 
LA EngUsh 
SL English 

L2 ANSWER 10 OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI BV 
AN 2001082191 EMBASE 
Tl Overview of HBV therapy. 



AU Pessoa M.G.; Wright T.L 

SJ£ JE Mb4 ^ 4,50 c "™" s '-". - 

S0 R^lT tS ' n Experimental Medl 'c'ne and Biology, (1 899) 458/- (1-10). 

ISSN: 0065-2598 CODEN: AEMBAP 
CY United States 
DT Journal; Conference Article 
FS 004 Microbiology 

030 Pharmacology 

037 Dnjg Literature Index 

038 Adverse Reactions Titles 
048 Gastroenterology 

LA English 

£ ~^° E F M^ 8ASE COf ~™ ELSEVIER SCI B.V.DUPLiCATES 

AU Altria K.D.; McLean R. 

CS K.D. Altria, Pharmaceutical Dev. Europe GlaxoW*»iirnm» a n 

*>"2E ?Tph G12 odp ' United ^^SSSSS^^ ' • 

(80^813) Pharmaceutical and Biomedical Analysis, (1998) 18/4-5 
Refs:5 

ISSN; 0731-7085 CODEN: JPBADA 
PUI S 0731-7085(98)00219-2 
CY Netherlands 
DT Journal; Article 
FS 037 Drug Literature Index 
LA English 
SL English 

^^^V^' ba * c and ^^s^sss^ 

electronic database has been established to demonstrate the vMde 

app cab, ty of the method. The method has been SSS?." J* now in 

,n f P^ ,clJ ar ' acceptable injection precision is obtained 
SE&^u"*"!* Standards - 0ptima ' se ™ M * *« obid by 
K?J? ^ ""^"JS" 1 deteCtioa ^ method * number of cost and 
bme saving benefits. Copyright (C) 1998 Elsevier Science B.V 

AN 'i5£^%££°** C0PYRIGHT2 ° 01 BI0S,S 
ON PREV1 999001 19864 

71 ^uSS^' ° f ^ &WIH "»*>™ i no compound 

Ss m Sef i^If W- 1>: R0Ck ' P ' (1>: Vartto * V M Rhodes J 

SO pp M 295° r,aS d ° ' nStitUt ° ° 5Wald ° CmZ ' (N0V ' 1998) Vo1 93 - No - SUPPL. 2, 
ESw i!Ti- : ^ Annual Meeti "9 °" Research in Chagas Disease and 
Sbe^ 
ISSN: 0074-0276. 

DT Conference 

LA English 

£ 1Sm»3SS£" ,ASE C0PY '" GW «""a SE v IE1 , S c 1 . B . v . DU p LICATEe 

SO^ Bntsh Journal of Clinical Pharmacology. (1998) 46/1 (83-86). 

ISSN: 0306-5251 CODEN: BCPHBM 
CY United Kingdom 
DT Journal; Article 
FS 030 Pharmacology 

037 Drug Literature Index 
LA EngPsh 
SL EngBsh 

AB ^IllfS^^^.^ 9«*» on the pharmacokinetics of 

^^^^ 

than males but the differences w*re due to the higher body „ gnfs o7m e 

£ ^SirBIOSIS 8 ' 05 ' 8 C0PYRIG ^^1 B.OS.S 
DN PREV1 998001 90344 

71 e T ^irH Un °, Patentiat0rydmfl "^"^esor- primes T-cells for 

XSSr?^ l ? e 7 Mt lf n S C ° nflress of the 'National Society for 

DT Conference 
LA EngDsh 

« S^o 0 ^^ «««"TW ACS 
DN 128:22686 

Tl Regioselective synthesis of 6-substituted 2-hydroxybenzaldehyde: efficient 



synthesis of the immunomodulator ***tucaresof*** =.nn 
OS ^foC^r 0 *^ 

CS BioChem Therapeutic Inc.. Laval. PQ.H7V4A7, Can nns »Prier 

™^!? m SoC - Perkin Trans - 1 < 1997 ). (1S), 2925-2929 

CODEN: JCPRB4; ISSN: 0300-922X 
PB Royal Society of Chemistry 
DT Journal 
LA English 

AN S^PLuT 1 " 3 C °™'<™ACS 

DN 127:261658 

CODEN: JOIMA3; ISSN: 0022-1767 
PB American Association of Immunologists 
DT Journal 
LA English 

AB Schiff base formation on specialized T cell surface amines provides a 

TCR d°Sf ri Ct ? te f WnaSe (MAPK > in T «■ Both 

^"u^n4 mUla I° n ? anti_CD3 and Schiff base stimulation by 

5S 'mmunoblotting of cell lysate proteins subjected 
TCrSS^' '^^P 0 ^'' leased phosphorylation. Combined 
T Sfon™2 S?ul£ areSOr ^ Simulation substantially enhanced and 
E2S??? ^ K res P° nse - P^'ding a biochem. basis for the 

nie MAPK affected was identified by tmmunopptn as ERK3 Both » 
effect and theTCR signa^enhancing effects of ^SSr^" ^ 

achvabon were also demonstrated in a functional MAPK assav 
m ^S22S^! ■£2?5P t — r hydride rednT ^ 
"-tucaresor* s Schiff base-forming carbonyl group abolished both 

iS^^^^ 

TCR-mediated rises in i^u^cSlZ^ 0 ° n 
1,4,5-tnphosphate generation, while "tucaresor* sianaiino 
occurred normally in the Ick-deficient J.CaM1.6 T cell hnfconsistent 
wrth convergence of ^uraresol- - and TCR-induced signals 
downstream of early TCR-mediated events. 8 
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AB CD4* T lymphocytes, which orchestrate immune responses receive a 
cognjve srgnai when clonally distributed re^tors^tSie!^ 
peptides bound to major histocompatibility complex (MHC) class II 
££££ antifle * preSe ^ ^ latte'rceSs pro^de 8 " 

cos«^ Sora , t o,heTce..F^?ro f t5^n rt „ ) 



costimulatory molecules, the small xenobiotic substituted benzaldehyde 
tucaresot™ has been selected for development and testing as an' 
immunopotentiatory drufl. "Tucaresol*" , which is orally bioavailable 
avw able and systemically active, enhances CD4+ T helper cell and CD8+ 
cytotoxic T ceD responses in vivo, and selectively favours a T helper 1 
profile of cytokine production. In murine models of virus infection and 
syngeneic tumour growth it has substantial therapeutic activity Schiff 
base formation by "tucaresor- on T ceD surface amines provides a 
coshmulatory signal to the T cell through a mechanism that activates 
clofifium-sensitive K> and Na* transport. The pathway utilised by 
—tuearesor* converses with T cell receptor signalling at the level 

?™T£« !l?p^ Pr0 ! ein<MAP) ldriase ' promotin 9 the activati °n ^ MAP 
kinase kinase (MEK) and consequential tyrosyl phosphorylation of ERK2 
—TucaresoT* 15 the first orally active, mechanism-based 
immunopotentiatory drug available for therapeutic testing. It is currentlv 
undergoing phase l/l I clinical trials in chronic hepatitis B virus 
infection, HIV infection and malignant melanoma. 
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AB The primary pathophysiological event in sickling is the intracellular 
° n ° f deox ysenated haemoglobin S. ***Tucaresol*~ 
£22 °' 4I ^ om, y'- 3 - h y dro ^Phenoxymethyl] benzoic acid), a substituted 

ISS^?!"' T* de ? 9ned t0 inleraCt wth haem ofl'°bii to increase oxygen 
affinity and has been shown to inhibit sickling in vitro. We administered 
^ucaresol"* to sickle cell patients in the steady state to examine 
the anti-ackling effect in vivo. Oral doses of ***tucaresor* or 
placebo weregiven to nine stable sickle cell patients (aged 17-39 years 
n „ ^ reS01 ^ ' Slx; placeb0 - tnree > to 1 0 d. The first two patients ' 
« A™™?! , Wen scneduled t0 a loading dose of 800 mg 

or 1200 mg (depending on bodyweight) for the first 4d, followed bv 

the sharpjse in haematocnt in one patient, subsequent cohorts received 

S^JS*"??"* dai ' y tnrou S hout the d «ing period. The oxygen 
affinity of haemoglobin S was increased in all patients receiving 

d2EI?2^ ■ **? " n** 6 , 6 " 10% and 24% of ,ne haemoglobin modified, 
iT«H S6 ' 5 3,1 Pa,tentS 00 ~**««r- , haemolysis was 

reduced with nses in haemoglobin of 0.9-3.7 g/dl (mean 2.2 g/di) falls 

^ y i° 9 ^ aSe "I 16 " 52 *- and a halving of the irreversibly 
ISSSZ E^T?*" Th , e "„ effects were a PP arent *ithin a few days and 
persisted for 1-2 weeks following discontinuation of the drug. Three of 
he six patterns on "1ucaresol~ developed fever and cervical 
lymphadenopathy, with onset between days 7 and 1 1 from start of drug 
Further evaluation of the tolerability and efficacy of "tucaresor- 
in sickle ceD patients is necessary. 
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AB fti ^ 4 ^ ymP , h0Cy ! e !- **** orchestra '« "nmune responses, receive a cognitive 
bT^^ le ( n j :,0nally dlstributed are occupied by MHC claTs'l 

bound peptides on antigen-presenting cells. The latter provide 



costimutatory or accessory signals through macromolecules such as B7.1 and 
B7.2 which interact with coreceptors on T-cells to regulate outcomes in 
terms of T-cell activation or specific non-responsiveness. Complementary 
studies at the chemical level have implicated Schiff base formation 
between specialised carbonyls and amines, constitutively expressed on 
antigen-presenting ceU and T-cell surfaces, as an essential element in 
specific T-cell activation. The small xenobiotic Schiff base forming 
molecule "tucaresor* , which substitutes for the physiological 
donor of carbonyl groups to provide a costimulatory signal to CD4 T-helper 
lymphocytes (Th-cells), has been developed for testing as an 
immunopotentiatory drug. "Tuearesor* , which is orally bioavailable 
and systemically active, enhances CD4 Th-ceU and CDS cytotoxic T-cell 
responses in vivo and selectively favours a Th1-type profile of cytokine 
production. In murine models of virus infection and syngeneic tumour 
growth it has substantial therapeutic activity. Schiff base formation by 
"tucaresor* on T-ceP surface amines provides a costimulatory signal 
Jf, . flh a mechanism tn * activates clofilium-sensitive K+ 
and Na+ transport. The signalling pathway utilised by ***tucaresor* 
converges with T-cell receptor signalling at the level of MAP kinase 
promoting the tyrosyl phosphorylation of ERK2 by MEK (mitogen-acfivated 
protein kinase kinase). The Schiff base forming class of 
trrariunopotentiatory drug provides the first orally active, mechanism-based 
immunopotentiatory agents for therapeutic testing. "Tucaresor* is 
currently undergoing pilot phase l/ll clinical trials as an 
immunopotentiator in chronic hepatitis B virus infection, HIV infection 
and malignant melanoma. 
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AB Costimulatory macromolecules on antigen-presenting cells and T cells play 
a critical regulatory role in immune induction and thus make useful 
immunotherapeutic targets. However, as reviewed here, by John Rhodes 
studies of complementary chemical events are beginning to reveal a new' 
level of intercellular and intracellular signalling that can be targeted 
bysmafl. orally active therapeutic agents. One such molecule 
"tucaresor* , is being developed for testing as a systemic 
immunopotentiatory drug. 
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Tl Therapeutic potential of Schiff base-forming drugs 
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AB B 2!? ' h h e sustained efforts °f immunologics, drugs with which to 

potentiate the immune system in chronic infectious disease and cancer have 

I " ( r ? olec " les 00 s P«ialised antigen presenting cetls (APCs), 
are an important target in any immunopotentiatory strategy because they 
orchestrate immune responses. In addition to presenting antigen, APCs also 

Zfk ^w a T' eCUleS th3t pr0vide essential stimulatory 
signals through interactions with co-receptors on T-cells As a 
consequence of some of these macromolecular interactions transient 

a^l C fn™' Cal S ^u-- between s P eciali se d carbonyl and amino 
groups to form reversible Schiff bases and this process is essential for 

&r2S a h«r!i!" e mdUCt ? n - ™ S Chemical event can b « ^micked by small 
Schiff base-forming molecules that substitute for the natural donor of 
carbonyl groups and directly co-stimulate T-ceDs, providing a crass of 

tl!!?? a9ent K th 1 P0 I ent,y enhance ,he induction of ™™ 

responses in vrvo. One such molecule, *~tucaresof*~ (Glare 
c« t " me i 1 6en devel °P ed «» testing as an orally bioavailable, 
systerrucaBy active immunopotentiator drug. The formation of a Schiff base 

f f feSOr ^ .° n s P eaafised T-cell surface amines provides a 
costimulatory signal to the T-cell through a mechanism that acfi"tes Na* 
and K+ transport. The signalling pathway initiated by ***tucaresor* 
converges with T-cell receptor signalling at the level of tyrosyl 
phosphorylation of the MAP kinase ERK2. -TucanssoT- co-stimutatinn 

enhancing the release of interieuMn iW and interferorv.gamma. 



(IFN.gamma.), but not IL-4 or IL-6. This may be therapeutically favourable 
in promoting immune responses to intracellular pathogens, such as viruses 
mycobacteria and protozoal parasites, as well as responses to immunogenic 
tumours. The Schiff base-forming class of immunopotentiatory drug provides 
the first orally-active, mechanism-based immunopotentiatory agent for 
therapeutic testing. Tucaresol"* is currently undergoing pilot 
Phase l/l I clinical trials as an immuncpotentiator in chronic hepatitis B 
virus infection, HIV infection and malignant melanoma. 
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Tl A simple synthesis of the immunostimulator *~tucaresol*** 
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AB An improved procedure was developed for the prepn. of the immunostimulant 
"Tucaresor* (1) [4K2-formyl-3-hydroxy phenoxymethyl) benzoic acid] 
Our approach, which starts from resoreinol, is practical and therefore 
amenable to scale-up. The multi-step synthesis reported in the literature 
was reduced to four steps which proceed in excellent yield. Furthermore 
unlike the literature method, our synthesis is of general utility as it 
provides a route for the prepn. of analogs of ***tuearesor* . 
Further details regarding the synthesis of ***tucaresol*~ and its 
analogs will be presented. [Equation Omitted]. 
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Tl Pharmacokinetics and pharmacodynamics of ***tucaresol*** an 

antisicMing agent, in healthy volunteers. 
AU Rolan P.E.; Mercer A.J.; Wootton R. ; Posner J. 
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AB **Tucaresor* is an orally administered antisickting agent which 
mcreases the oxygen affinity of haemoglobin. The pharmacokinetics 
effects on moderate graded exercise and psychometric performance of 
—tucaresor** were examined in a double-blind, placebo-controlled 
parallel groups study in 12 healthy men. Three doses of "tucaresor*- 
were given at 48 h intervals intended to modify 15, 25 and 32 5% of a 
subject's haemoglobin to a high affinity form (%MOD). Mean peak %MOD was 
34%. Mean C(max) values in plasma and erythrocytes were 81 .4 and 1 459 
mu.fl imM, respectively. Heart rate, compared with baseline, increased in 
£?,^ UC ? reSOr ~ flroup tne B reatest changes at the highest 
%MOD and workload. There were no differences between groups in 
psychometnc test performance. Three volunteers on active drug developed 
fever, rash and tender cervical lymphadenopathy with onset 7-10 days from 

ltT U ii Klin!l animmune mechanism. The acute increase in 
oxygen affinity with ***tucaresol*~ is physiologically 
weWolerated, but the utility of "tucaresor* in the management 
of sickle cell disease win depend on the identification of a dosing 
regimen with a lower incidence of drug allergy. 
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Tl Therapeutic potentiation of the immune system by costimulatorv 
Schiff-base-forming drugs. 
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AB Immune responses are orchestrated by CD4 T lymphocytes, which receive a 
cognitive signal when clonally distributed receptors are occupied by major 
histocompatibility complex (MHC) class ll-bound peptides on 
antigen-presenting cells (APCs). The APCs provide costimulatory signals 
through macromolecules such as CD80, that regulate outcomes in terms of 
T-ceD activation oranergy. We have studied essential complementary 
chemical events in the form of Schiff base formation between carbonyls and 
amines that are constitutively expressed on presenting cell and T-cell 
surfaces and provide a new target for manipulation of immune responses 
Here we show that small Schiff base-forming molecules can substitute for 
the physiological donor of carbonyl groups and provide a costimulatory 
signal to CD4 Th-cells through a mechanism that activates 
clofiUum-sensitive K+ and Na+ transport. One such molecule 

—tucaresor* , enhances CD4 Th-cell responses, selectively favouring a 
Tn1-type profile of cytokine production. In vivo *"tucaresof*** 
potently enhances CD4 Th-cell priming and CD8 cytotoxic T-cell priming to 
viral anbgens, and has substantial therapeutic activity in murine models 
of disease. 
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AB The invention relates to the use of a class of compds. as 
immunopotentiators, compns. contg. such compds., their manuf., 
combinations of such compds. with anti-tumor or anti-infective drugs and 
the use of such combinations in the prophylaxis or treatment of diseases 
ansing from tumors or infections. The compds. form a Schiff base or a 
hydrazone with T-cefl surface carbonyl or amino groups for the 
potentiation of an immune response. Effects of 4-(2-formyl-3- 
hydroxyphenoxymethyl)benzoic acid on T-lymphocyte priming to antigen were 
demonstrated with mice. 
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AB Purpose: BW 589C induces severe tumor hypoxia by modifying the affinity of 
oxyhemoglobin, causing a left shift of the oxygen-hemoglobin dissociation 
312' J H?£5 C re f° nance s P ectra (MRS) was used to monitor the 
™2f „ Um ° r * nergy metabolisr n ^ three experimental tumor 

models. Methods and Materials: HT-29 colon xenograft, murine 
transplantable RIF-1 fibrosarcoma and KHT sarcoma were studied in 
unaresthetised mice. 31 P MR spectra were acquired on a 4.7 Tesla magnet 
before administering oral BW 589C (250 mg/kg) and after 3 6 and 24 h 



and KT-29 tumors. Resutts^Doublmg JJg" J „ three tumor 
total P^^ s ^ /h?^ Tle^^ V^CpersTsts at 24 h, the level 
types. to baser,ne P *ith no significant 

of P(i) to total P h0S P h °^?X the RIM and HT-29 tumors. These 
difference from f f^SL^^s^l^lar metabolic adaptation to the 
results suggest that the'ewas J*""" 3 ' ^ does not app ear to involve 
reduction of oxygen «W * ^9^° ^ death 

W ^"^LTalso S hCcon5bS To ^ recover 

of hypoxic cells may, also CD ™° f biore ductive drugs can be 

total phosphorus. Condus^Th^ 31 P MRS in 

could pTay an important role in planning cancer therapy. 
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heterocydlc nitio ""P™ 1 * * and £09 are summed ana 

the ttwrepeutic •* < * ,m S*Jl3?iSw la described. Hie effects of 
of 31P rnajnetic ^^.^"Si* ^ b, the us. of modifier* 

L2 ANSWER340F40 EMBASE COPYRIGrTT 200, ELSEVIER SCI. B.V.DUPL1CATE 14 
AN 93103384 EMBASE 

t^SS 

Au'tlanVrParker J.E, Gray S.J.; Weatheriey B.C.; Ingram J, Leavens 
CS W WeS 

SO U Ssh £S of Clinical Pharmacology, 0993) »♦ 

IW0MM251 CODEN: BCPHBM 
CY United Kingdom 
DT Journal; Article 
FS 030 Pharmacology 

037 Drug Literature Index 
LA English 

aflinlt>.BydKreasinalhepropoit»n«insowio 

r*.rmacodynarriic. of 70-^"*^, ^ concentrations 
voWeers fdk»* .oraldoses J .^^dtodose^anls.d.) 

terminal elimination half-life from incrw 

L2 ANSWER 35 OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 
AN 92230320 EMBASE 

DN 1 992230320 5S 9C80) that stabilize oxyhaemoglobin 

BnSngham.Birrrdngham 815 2TT ^ 
SO British Journal of Haematotogy ( 992) 81/3 (419-423). 

ISSN: 0007-1048 CODEN: BJHEAL 
CY United Kingdom 
DT Journal; Article 
FS 025 Hematology 

037 Drug Literature Index 
LA English 
SL English 



S d^abJtfo?^. ««. dunn. slckJn, in vwo. 
a ANSWER 36 OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 
AN 91070443 EMBASE 
DN 1991070443 
Tl 02 levels in normal tissues. 

CS S^oiSioU. Sou* Wales Re„»n* Cer*. ,0, 

SSraa^aoie coden: iobpds 

CY United States 
DT Journal; Letter 
FS 014 Radiology 

016 Cancer 

037 Drug Literature Index 
LA English 

LJ ANSWER 37 OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 
AN 90274400 EMBASE 

¥f Rn.Sc^^rn^dsfor^n^^tsofdni.sonhurnan 

erythrocytes. 

£ Strnen, of Haamatokuy. The IMM Scnoo,. Universe * Binnin.ham, 

ISSN: 0671-4649 CODEN: RPHEE5 
CY Portugal 

DT Journal; General Review 
FS 025 Hematology 

030 Pharmacology 

037 Drug Literature Index 
LA English 

L2 ANSWER 3& OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 
AN 891 37250 EMBASE 

?, N ,nS 7 ™ tumor hypo*a by modifiers ofthe oxygen affinity of 

SO^&onal Jouma, of Radiation Oncoiogy Oology Physics. (1989) 1« 

SSfraSiWie CODEN: 10BPD3 
CY United States 
DT Journal 
FS 014 Radiology 

016 Cancer 

030 Pharmacology 

037 Drug Literature Index 

023 Nuclear Medicine 
LA English 

r^n^and?.:^^^^^^ 

50-100%. The longer ^SSSSSS^SS^ 

the KHT tumor ^^^Tn^Si also observed in the RIF-1 

about 2 days post treatment. 
L2 ANSWER 39 OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 
AN 89227231 EMBASE 

SO^t. d h. S rrYod<Ac,d.r„,..S=i.nc«.(19 8 9,565,,4,M15 ) . 

ISSN: 0077-8923 CODEN: ANYAA 
CY United States 
DT Journal 
FS 002 Physiology 

025 Hematology 

029 Clinical Biochemistry 

030 Pharmacology 

037 Drug Literature Index 
LA English 

L2 ANSWER 40 OF 40 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 
AN 89104327 EMBASE 

Birmingham B15 2TJ, United Kingdom 
SO Clinical Science. (1989) 7674 (357-362). 



ISSN: 0143-5221 CODEN: CSCIAE 
CY United Kingdom 
DT Journal 
FS 025 Hematology 

029 Clinical Biochemistry 

030 Pharmacology 

037 Drug Literature Index 
LA English 
SL English 

AB The formation of polymerized haemoglobin S in sickle cells is critically 
dependent on the concentration of deoxygenated haemoglobin so that 
compounds which increase the oxygen affinity of haemoglobin S are 
potential anti-sickling agents. BW12C [5-(2-formyl-3- 
hydroxyphenoxy)pentanoie add] and BWA5B9C [4-(2-formyl-3- 
hydroxyphenoxymethyljbenzoic acid] are aromatic benzaldehydes that cause a 
dose-dependent left-shift of the oxygen saturation curve of haemoglobin S 
by stabilization of its oxy-(R>-confomiation. A 5 .mu.m pore filtration 
method, which is highly sensitive to polymerization of haemoglobin S, was 
used to demonstrate a significant improvement in the deformability of 
deoxygenated sickle erythrocytes at concentrations (0.75-1 .5 mmol/l) of 
BW12C and BWA589C that are achievable in vivo. Both compounds may 
therefore be of value for the treatment of sickle cell disease, nitration 
of sickle cells through pores of 5 .mu.m diameter is a sensitive technique 
for evaluating the rheological effects of potential anti-si cMing 
compounds. 



=> file registry 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 

89.34 89.49 



SINCE FILE TOTAL 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 

ENTRY SESSION 
CA SUBSCRIBER PRICE -4.12 -4.12 

FILE 'REGISTRY ENTERED AT 18:14:14 ON 19 DEC 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 18OEC2O01 HIGHEST RN 376576-00-0 
DICTIONARY FILE UPDATES: 18 DEC 2001 HIGHEST RN 376576-00-0 

TSCA INFORMATION NOW CURRENT THROUGH July 7, 2001 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Calculated physical property data is now available. See HELP PROPERTIES 
for more information. See STNote 27, Searching Properties in the CAS 
Registry File, for complete details: 

http://www.cas.org/ONLINE/STN/STNOTES/stnotes27.pdf 

-> s tucaresol 

L3 1 TUCARESOL 

=>dl3 

L3 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2001 ACS 
RN 84290-27-7 REGISTRY 

CN Benzoic acid, 4-K2-formyt-3-hydroxyphenoxy)methyl}- (9CI) (CA INDEX 

NAME) 
OTHER NAMES: 
CN 589C 
CN 589C80 
CN BWA589C 
CN ""Tucaresol" 
FS 3D CONCORD 
MF C15H12 05 

LC STN Files: ADISINSIGHT, ADISNEWS. BIOBUSINESS. BIOS1S, BIOTECH NO, CA, 

CANCERLIT, CAPLUS, CEN, CIN, DRUGNL, DRUGUPDATES, EMBASE, MEDLINE, PHAR, 
PROMT. TOXCENTER, TOXLIT, USAN, USPATFULL 
Other Sources: WHO 



/ Structure 1 in file .gra / 



"PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



19 REFERENCES IN FILE CA (1967 TO DATE) 

19 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



-> FIL EMBASE BIOSIS CAPLUS 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 
FULL ESTIMATED COST 5.92 95.41 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 
CA SUBSCRIBER PRICE 0.00 -4.12 

FILE 'EMBASE' ENTERED AT 18:15:21 ON 19 DEC 2001 
COPYRIGHT (C) 2001 Elsevier Science B.V. AO rights reserved. 

FILE 'BIOSIS* ENTERED AT 18:15:21 ON 19 DEC 2001 
COPYRIGHT (C) 2001 BIOSIS(R) 

FILE 'CAPLUS' ENTERED AT 18:15:21 ON 19 DEC 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT <C> 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

=> s Benzoic acid. 4K(2-formyl-3-hydroxyphenoxy)methyt] 
MISSING OPERATOR '4-[(2-FORMYL-3* 
The search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 



=> s 11 and vaccin? 

L4 3 L1 AND VACCIN? 

=> dup rem I 

ENTER L# LIST OR (END):4 
4 IS NOT VALID HERE 

The L-number entered has not been defined in this session, or it 
has been deleted. To see the L-numbers currently defined in this 
session, enter DISPLAY HISTORY at an arrow prompt (=>). 

=> dup rem 14 

PROCESSING COMPLETED FOR L4 

L5 3 DUP REM L4 (0 DUPLICATES REMOVED) 

=> d bib abs 1- 

YOU HAVE REQUESTED DATA FROM 3 ANSWERS - CONTINUE? Y/(N):y 

L5 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2001 ACS 
AN 2000:161160 CAPLUS 
ON 132:199039 

Tl Method of DNA ""vaccination*** 
IN Charo, Jehad; Kiessling, Rolf 
PA Glaxo Group Limited, UK 
SO PCT Int. Appl., 65 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 

PI WO 2000012121 A1 20000309 WO 1999-EP6217 19990825 

W" AE AL AM, AT, AU, AZ. BA, BB, BG, BR, BY, CA, CH, CN, CR, CU. 
CZ, DE, DK, DM, EE, ES, Fl, GB, GD. GE, GH, GM, HR, HU. ID, IL, 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR. LS, LT. LU, LV, MO, 
MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, 
SL, TJ, TM, TR, TT, UA, UG, US, UZ, VN, YU, ZA. ZW, AM, AZ. BY, 
KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW. SD, SL, SZ, UG, ZW, AT, BE, CH, CY, DE, DK, 
ES, Fl, FR, GB, GR, IE, IT, LU. MC, NL, PT, SE, BF, BJ, CF. CG, 
CI, CM, GA, GN. GW, ML, MR, NE, SN, TD, TG 
AU 9957402 A1 20000321 AU 1999-57402 19990825 
EP 1107785 A1 20010620 EP 1999-944505 19990825 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL. SE, MC, PT, 
IE, SI.LT, LV, FI.RO 
NO 2001000922 A 20010423 NO 2001-922 20010223 
PRAI GB 1998-18627 A 19980826 
WO 1999-EP6217 W 19990825 
AB A method of ""vaccinating*" a mammal against a disease state, 
comprising administrating to said mammal, within an appropriate vector, a 
nucleotide sequence encoding an antigenic peptide assocd. with the disease 
state; addnl. administering to said mammal a compd. which enhances both 
humoral and cellular immune responses initiated by the antigenic peptide, 
the compd. being selected from the list contained herein, wherein the 
compd. is preferably "Tucaresol*** or a physiol. acceptable salt or 
ester thereof, where appropriate, 
RE.CNT 5 
RE 

(1) Rhodes, J; IMMUNOLOGY TODAY 1996, V17(9), P436 CAPLUS 

(2) Rhodes, J; NATURE 1995 

(3) Sasaki S; CLINICAL AND EXPERIMENTAL IMMUNOLOGY 1998, V1 11, P30 CAPLUS 

(4) Sasaki! S; INFECTION AND IMMUNITY 1998, V66(2), P823 CAPLUS 
<5) Wellcome Found; WO 9407479 A 1994 CAPLUS 

L5 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2001 ACS 
AN 2000:891632 CAPLUS 
DN 134:41090 

Tl Peptide immunogen as ***vaccine*" for allergic reaction and its 

preparation 
IN Liu, Qingliang 

PA Shanghai Inst, of Biological Products, Ministry of Health, Peop. Rep. 
China 

SO Faming Zhuanli Shenqing Gongkai Shuomingshu, 30 pp. 

CODEN: CNXXEV 
DT Patent 
LA Chinese 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 

PI CN 1253953 A 20000524 CN 1998-121989 19981112 
AB Human IgE receptor-binding peptide epitopes are disclosed for use as 
•"vaccines*" for treating hypersensitivity. The peptides are 
coryugated with carrier protein, or are fusion protein contg. carrier 
protein, and are administered with adjuvant. The carrier protein is 
selected from hepatitis B surface antigen, hepatitis B core antigen, or 
nucleoprotein of rabies virus, preferably hepatitis B surface antigen. 
The adjuvant is liposome, AI(OH)3 gel, gamma-inutin, or ***tucaresol*** 
, preferably liposome. The human "Vaccine"* is prepd. by 
synthesizing and purifying peptide immunogen, conjugated with carrier 
protein in the presence of chem. crosslinking agent (or transferring into 
E. cofi, saccharomyces, or phage, expressing, sepg.). and mixing with 
adjuvant. The chem. crosslinking agent is glutaraldehyde, 
bis(diazo)benzidine, etc. 

L5 ANSWER 3 OF 3 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 
AN 2001082191 EMBASE 
Tl Overview of HBV therapy. 
AU Pessoa M.G.; Wright T.L 

CS M.G. Pessoa, Dept. of Vet. Affairs Med. Center, 41 50 Clement Street, San 

Francisco. CA 94121 , United States 
SO Advances in Experimental Medicine and Biology, (1999) 458/- (1-10). 

Refs: 31 

ISSN: 0065-2598 CODEN: AEMBAP 
CY United States 
DT Journal; Conference Article 
FS 004 Microbiology 

030 Pharmacology 

037 Drug Literature Index 

038 Adverse Reactions Titles 
048 Gastroenterology 

LA English 



— Logging off of STN— 



STN Cotumbus 



FILE XOME* ENTERED AT 18:21:04 ON 19 DEC 2001 



Executing the logoff script... 
=> LOGY 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE TOTA 
ENTRY SESSION 

11.11 106.52 



SINCE FILE TOTAL 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 

ENTRY SESSION 
CA SUBSCRIBER PRICE -1.18 -5.30 

STN INTERNATIONAL LOGOFF AT 18:18:02 ON 19 DEC 2001 



-Logging off of STN — 



Unable to generate the STN prompt. 
Exiting the script... 
Trying 31 0601 6892,..Open 

Welcome to STN International! Enter x:x 

LOGINID:ssspta1633cxq 

PASSWORD: 

****** RECONNECTED TO STN INTERNATIONAL ****** 

SESSION RESUMED IN FILE 'EMBASE, BIOSIS, CAPLUS' AT 18:20:04 ON 19 DEC 2001 

FILE ■EMBASE" ENTERED AT 18:20:04 ON 19 DEC 2001 

COPYRIGHT (C) 2001 Elsevier Science B.V. AH rights reserved. 

FILE 'BIOSIS' ENTERED AT 18:20:04 ON 19 DEC 2001 

COPYRIGHT (C) 2001 BIOSIS(R) 

FILE 'CAPLUS' ENTERED AT 18:20:04 ON 19 DEC 2001 

COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

STN INTERNATIONAL LOGOFF AT 18:18:02 ON 19 DEC 2001 



Trying 31 0601 6892... Open 

Welcome to STN International! Enter x:x 

LOGINID:ssspta1633cxq 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



Welcome to STN International 



NEWS 1 Web Page URLs for STN Seminar Schedule - N. America 

NEWS 2 Dec 17 The CA Lexicon available in the CAPLUS and CA files 

NEWS 3 Feb 08 Engineering Information Encompass files have new names 

NEWS 4 Feb 18 TOXLINE no longer being updated 

NEWS 5 Apr 23 Search Derwent WPINDEX by chemical structure 

NEWS 6 Apr 23 PRE-1967 REFERENCES NOW SEARCHABLE IN CAPLUS AND CA 

NEWS 7 May 07 DGENE Reload 

NEWS 8 Jun20 Published patent applications (A1) are now in USPATFULL 
NEWS 9 JUL 13 New SDI alert frequency now available in Derwent's 
DWPI and DPCI 

NEWS 10 Aug 23 In-process records and more frequent updates now in 
MEDLINE 

NEWS 11 Aug 23 PAGE IMAGES FOR 1947-1966 RECORDS IN CAPLUS AND CA 
NEWS 12 Aug 23 Adis Newsletters (ADISNEWS) now available on STN 
NEWS 13 Sep 17 IMSworld Pharmaceutical Company Directory name change 

to PHARMASEARCH 
NEWS 14 Oct 09 Korean abstracts now included in Derwent World Patents 

Index 

NEWS 15 Oct 09 Number of Derwent World Patents Index updates increased 
NEWS 16 Oct 15 Calculated properties now in the REGISTRY/ZREGISTRY File 
NEWS 17 Oct 22 Over 1 million reactions added to CAS REACT 
NEWS 18 Oct 22 DGENE GETSIM has been improved 
NEWS 19 Oct 29 AAASD no longer available 

NEWS 20 Nov 19 New Search Capabilities USPATFULL and USPAT2 

NEWS 21 Nov 19 TOXCENTER(SM) - new toxicology file now available on STN 

NEWS 22 Nov 29 COPPERLIT now available on STN 

NEWS 23 Nov 29 DWPI revisions to NTIS and US Provisional Numbers 

NEWS 24 Nov 30 Files VETU and VETB to have open access 

NEWS 25 Dec 10 WPINDEXVWPIDSrWPIXNew and Revised Manual Codes for 2002 

NEWS 26 Dec 10 DGENE BLAST Homology Search 

NEWS 27 Dec 17 WELDASEARCH now available on STN 

NEWS 28 Dec 17 STANDARDS now available on STN 

NEWS 29 Dec 17 New fields for DPCI 

NEWS 30 Dec 19 CAS Roles modified 

NEWS 31 Dec 19 1907-1946 data and page images added to CA and CAplus 

NEWS EXPRESS August 15 CURRENT WINDOWS VERSION IS V6.0c, 

CURRENT MACINTOSH VERSION IS V6.0 (ENG) AND V6.0J (JP), 
AND CURRENT DISCOVER FILE IS DATED 07 AUGUST 2001 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecom munication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



=> FIL REGISTRY 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 
FULL ESTIMATE0 COST 015 0.15 

FILE 'REGISTRY' ENTERED AT 18:21:15 ON 19 DEC 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE 'HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 American Chemical Society {ACS) 

STRUCTURE FILE UPDATES: 1 8 DEC 2001 HIGHEST RN 376576-00-0 
DICTIONARY FILE UPDATES: 18 DEC 2001 HIGHEST RN 376576-00-0 

TSCA INFORMATION NOW CURRENT THROUGH July 7, 2001 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Calculated physical property data is now available. See HELP PROPERTIES 
for more information. See STNote 27, Searching Properties in the CAS 
Registry File, for complete details: 
http://www.cas.org/ONLtNE/STN/STNOTES/stnotes27.pdf 

=> s tucaresol 

L1 1 TUCARESOL 

=> FIL EMBASE BIOSIS CAPLUS 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 
FULL ESTIMATED COST 4.11 4.26 

FILE 'EMBASE" ENTERED AT 18:21:43 ON 19 DEC 2001 
COPYRIGHT <C) 2001 Elsevier Science B.V. All rights reserved. 

FILE 'BIOSIS* ENTERED AT 18:21:43 ON 19 DEC 2001 
COPYRIGHT (C) 2001 BIOSIS(R) 

FILE 'CAPLUS' ENTERED AT 18:21:43 ON 19 DEC 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

=> s 11 

L2 60 L1 

-> s 12 and vaccin? 

L3 3 L2 AND VACCIN? 

=> dup rem 13 

PROCESSING COMPLETED FOR L3 

L4 3 DUP REM L3 (0 DUPLICATES REMOVED) 

=> s 12 and immunopotentiat? 

L5 13 L2 AND IMMUNOPOTENTIAT? 

=> dup rem 15 

PROCESSING COMPLETED FOR L5 

L6 ' 8 DUP REM L5 {5 DUPLICATES REMOVED) 

=> d bib abs 1- 

YOU HAVE REQUESTED DATA FROM 8 ANSWERS - CONTINUE? Y/(N):y 

L6 ANSWER 1 OF 8 BIOSIS COPYRIGHT 2001 BIOSIS 
AN 2001:262548 BIOSIS 
DN PREV200100262548 

Tl Schiff base-forming compounds inhibit estrogen receptor-positive and 

-negative mammary carcinoma celt proliferation. 
AU Davis, Barbara A. (1) 

CS (1 ) Molecular Nutrition Laboratory, Virginia Polytechnic Institute and 

State University, Blacksburg, VA, 24061 USA 
SO FASEB Journal, (March 8, 2001) Vol. 15, No. 5, pp. A963. print. 

Meeting Info.: Annual Meeting of the Federation of American Societies for 

Experimental Biology on Experimental Biology 2001 Orlando, Florida, USA 

March 31 -April 04. 2001 

ISSN: 0892-6638. 
DT Conference 
LA English 
SL English 

AB Vitamin B6, in the form of pyridoxal (PL), inhibits growth of both 

estrogen receptor-positive (ER+) and -negative (ER-) mammary carcinoma 
cells in vitro. In the experiments described here, Tucaresol (TUC), a 
Schiff base-forming benzaldehyde, was used along side PL to compare the 
growth inhibitory properties of these two compounds. T-47D (ER+) and 
MDA-MB-231 (ER-) cells were cultured in phenol red-free medium plus 
vehicle control, 100 muM TUC, 300 muM TUC, 100 muM PL or 300 muM PL for 
3d. At the 100 muM dose, TUC and PL inhibited (3H)-thymidine incorporation 
into DMA of cells similarly (52 and 58.6% of control cells, respectively). 
However at the 300 muM dose, TUC was more potent than PL, inhibiting 
<3H)-thymidine incorporation to 3% vs. 23% of control cells, respectively. 
TUC is an orally bioavailable, systemic ***immunopotentiating*** drug 
known to form a Schiff base with amines on the surface of T helper 
lymphocytes. It has been shown to inhibit colon adenocarcinoma and 
melanoma growth in vivo, presumably via its ***immunopotentiating*** 
properties. Data presented here suggest that TUC may inhibit cancer cell 
growth by a more direct mechanism, since only mammary carcinoma cells were 
present in our culture system. Further study of the Schiff base-forming 
compounds, vitamin 86 and TUC. will enhance our understanding of the 
mechanism by which they inhibit mammary carcinoma cell growth and may lead 
to identification of novel therapeutic agents. 

L6 ANSWER 2 OF 8 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 
AN 2001362418 EMBASE 

Tt Schiff base-mediated co-stimulation primes the T-cell-receptor-dependent 



calcium signalling pathway in CD4 T cells. 
AU HaP S.R.; Rhodes J. 

CS Dr. SR. HaH, Building 6, GlaxoSmithKline Res. and Development Medicines 
Research Centre, Stevenage SG1 2 NY, United Kingdom, srh18219@gsk.com 

SO Immunology, (2001)104/1 (50-57). 
Refs: 27 

ISSN: 0019-2805 CODEN: IMMUAM 
CY United Kingdom 
DT Journal; Article 

FS 026 Immunology, Serology and Transplantation 

029 Clinical Biochemistry 

037 Drug Literature Index 
LA English 
SL English 

AB In addition to macromoleeuiar interactions that provide co-stimulation 
during antigen-presenting cell (APC) and CD4(+) T-ceU conjugation, 
covalent chemical events between specialized li sands have been implicated 
in T-ceD cc-stimulation. These take the form of transient Schiff base 
formation between carbonyts and amines expressed on APC and T-cell 
surfaces. Small Schiff base-forming molecules, such as tucaresol can 
substitute for the physiological donor of carbonyl groups and provide 
cc-stimulation to T cells, thereby functioning as orally active 

***tmmunopotentiatory*** drugs. The Schiff base co-stimulatory pathway 
in T cells has been partially characterized in terms of changes in Na(+) 
and K{+) transport, and activation of the mitogen activated protein kinase 
(MAPK) ERK2. In the present study, the effects of Schiff base 
co-stimuJation by tucaresol on the T-cell receptor (TCR)-dependent pathway 
leading to Ca(2+) release were investigated. Schiff base co-stimulation by 
tucaresol was found to prime for enhanced TCR-dependent phospholipase 
C-.gamma. phosphorylation, inositol 1,4,5-triphosphate production, and 
Ca(2+) mobilization that correlated with functional enhancement of 
interfeukin-2 production in primary T cells. The effects on Ca(2+) 
occurred comparably in Jurkat and primary CD4(+) T ceDs responding to 
anr>CD3 monoclonal antibody. Enhancement of the Ca(2+) response required 
a 10-min priming period and was prevented by prior covalent ligation of 
ceD-surface free amino groups by sulpho-N-hydroxy succinimidc-biotin; 
clofilium-mediated inhibition of tucaresoWnduced changes in 
intracellular K(+); and selective inhibition of the MAPK pathway. The data 
are consistent with a priming mechanism in which late co-stimulation- 
triggered events exert a positive influence on early TCR-triggered events. 
In additional studies of murine T cells expressing trans-gene TCRs 
tucaresol was likewise shown to prime for enhanced Ca(2+) mobilization in 
response to physiological TCR-engagement by MHC-peptide complexes. 

L6 ANSWER 3 OF 8 BIOSIS COPYRIGHT 2001 BIOSIS 
AN 1997:232894 BIOSIS 
DN PREV1 99799532097 

Ti A novel *"*immunopotentiating*** agent, tucaresol: Results from a 

mutticenter, pilot study in patients with metastatic melanoma. 
AU Kirkwood, J. M. (1); Schuchter, L. M.; Donnelly, S ■ Stover L ■ 

Whiteside, T. L; Bumham, J. P.; Heitman, C. K.; Johnston, J. M. 
CS (1 ) Univ. Pittsburgh Cancer Inst., Pittsburgh, PA 15213 USA 
SO Proceedings of the American Association for Cancer Research Annual 

Meeting, (1997) Vol. 38, No. 0, pp. 402. 

Meeting Info.: Eighty-eighth Annual Meeting of the American Association 
for Cancer Research San Diego, California, USA April 12-16 1997 
ISSN: 0197-016X. 

DT Conference; Abstract 

LA English 

A ^f WER4 OF8 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V.DUPLICATE 1 
AN 97214933 EMBASE 
DN 1997214933 

TI Potentiation of the immune system by Schiff base-forming drugs. Mechanism 

of action and therapeutic potential. 
AU Chen H; Hall S.; Zheng B.; Rhodes J. 

CS Dr. J. Rhodes, Immunology Unit, Cellular Sciences Division, Glaxo Wellcome 
Research/Development, Gunnels Wood Road, Stevenage, Hertfordshire SG1 2NY 
United Kingdom 

SO BioDrugs. (1997) 7/3 (217-231). 
Refs: 68 

ISSN: 1173-8804 CODEN: BIDRF4 
CY New Zealand 
DT Journal; General Review 
FS 002 Physiology 

004 Microbiology 

016 Cancer 

026 Immunology, Serology and Transplantation 

029 Cynical Biochemistry 

030 Pharmacology 

037 Drug Literature Index 
LA English 
SL English 

AB CD4+ T lymphocytes, which orchestrate immune responses, receive a 
cognitive signal when clonally distributed receptors are occupied by 
peptides bound to major histocompatibility complex (MHC) class II 
molecules on antigen-presenting cells. The latter cells provide 
costimulatory or accessory signals through macromolecules such as B7 1 and 
B7.2, which interact with coreceptors on T cells to regulate outcomes in 
terms of T cell activation or specific nonresponsiveness. Complementary 
studies of the interactions between antigen-presenting cells and T helper 
cells at the chemical level have implicated Schiff base formation between 
specialised carbonyls and amines, constitutively expressed on the surfaces 
of antigen-presenting cells and T cells, as an essential element in 
specific T cell activation. SmaD Schiff base-forming molecules can 
substitute for the natural donor of carbonyl groups and provide a 
costimutatory signal to the T ceil. From this class of Schiff base-forming 
costimulatory molecules, the smaD xenobiotic substituted benzaidehyde 
tucaresol, has been selected for development and testing as an 

"■tmmunopotentiatory"* drug. Tucaresol, which is orally bioavailable 
available and systemicafly active, enhances CD4+ T helper cell and CD8+ 
cytotoxic T cell responses in vivo, and selectively favours a T helper 1 
profile of cytokine production. In murine models of virus infection and 
syngeneic tumour growth it has substantial therapeutic activity Schiff 
base formation by tucaresol on T cell surface amines provides a 
costimulatory signal to the T cell through a mechanism that activates 
clofiDum-sensitive K+ and Na+ transport. The pathway utilised by 
tucaresol converges with T cell receptor signalling at the level of 
mltogen-activated protein (MAP) kinase, promoting the activation of MAP 
kinase kinase (MEK) and consequential tyrosyl phosphorylation of ERK2 
Tucaresol ts the first orally active, mechanism-based 
"Immunopotentiatory— drug available for therapeutic testing. It is 



currently undergoing phase l/ll clinical trials in chronic hepatitis B 
virus infection. HIV infection and malignant melanoma. 
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AB CD4 T-lymphocytes. which orchestrate immune responses, receive a cognitive 
signal when clonally distributed receptors are occupied by MHC class II 
bound peptides on antigen-presenting cells. The latter provide 
costimulatory or accessory signals through macromolecules such as B7.1 and 
B7.2 which interact with coreceptors on T-ceOs to regulate outcomes in 
terms of T-ceP activation or specific non-responsiveness. Complementary 
studies at the chemical level have implicated Schiff base formation 
between specialised carbonyls and amines, constitutively expressed on 
antigen-presenting cell and T-cell surfaces, as an essential element in 
specific T-cell activation. The small xenobiotic Schiff base forming 
molecule tucaresol, which substitutes for the physiological donor of 
carbonyl groups to provide a costimulatory signal to CD4 T-helper 
lymphocytes (Th-cells), has been developed for testing as an 
*"immunopotentiatory*~ drug. Tucaresol, which is orally bioavailable 
and systemically active, enhances CD4 Th-cell and CD8 cytotoxic T-cell 
responses in vivo and selectively favours a Th1-type profile of cytokine 
production. In murine models of virus infection and syngeneic tumour 
growth it has substantial therapeutic activity. Schiff base formation by 
tucaresol on T-cell surface amines provides a costimulatory signal to the 
T-ceU through a mechanism that activates clofilium-sensitive K* and Na+ 
transport. The signalling pathway utilised by tucaresol converges with 
T-celt receptor signalling at the level of MAP kinase, promoting the 
tyrosyl phosphorylation of ERK2 by MEK (mitogen-activated protein kinase 
kinase). The Schiff base forming class of "'immunopotentiatory™ 
drug provides the first orally active, mechanism-based 
***immunopotentiatory-* agents for therapeutic testing. Tucaresol is 
currently undergoing pilot phase l/ll clinical trials as an 

"Immunopotentiator™ in chronic hepatitis B virus infection, HIV 
infection and malignant melanoma. 
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AB Costimulatory macromolecules on antigen-presenting cells and T cells play 
a critical regulatory role in immune induction and thus make useful 
immunotherapeutic targets. However, as reviewed here, by John Rhodes, 
studies of complementary chemical events are beginning to reveal a new 
level of intercellular and intracellular signalling that can be targeted 
by smaD, orally active therapeutic agents. One such molecule, tucaresol 
isbeing developed for testing as a systemic "*immunopotentiatory*- ' 
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AB Despite the sustained efforts of immunologists, drugs with which to 

potentiate the immune system in chronic infectious disease and cancer have 
remained elusive. CD4+ T helper lymphocytes, activated by antigens bound 
to MHC class II molecules on specialised antigen presenting cells (APCs) 
are an important target in any *"immunopotentiatory~* strategy 
because they orchestrate immune responses, (n addition to presenting 
antigen, APCs also express surface macromolecules that provide essential 
co-stimulatory signals through interactions with co-receptors on T-eells 
As a consequence of some of these macromoleeuiar interactions, transient 
covalent chemical events occur between specialised carbonyl and amino 
groups to form reversible Schiff bases and this process is essential for 
optimal immune induction. This chemical event can be mimicked by small 
Schiff base-forming molecules that substitute for the natural donor of 
carbonyl groups and directly co-stimulate T-cells, providing a class of 
low-molecular weight agents that potently enhance the induction of immune 
responses in vivo. One such molecule, tucaresol (Glare Wellcome) has been 
developed for testing as an orally bioavailable, systemicafly active 
*"1mmunopotentiator~" drug. The formation of a Schiff base by 



tucaresol on specialised T-ceH surface amines provides a co-stimulatory 
signal to the T-ceB through a mechanism that activates Na+ and K* 
transport. The signalling pathway initiated by tucaresol converges with 
7-ceH receptor signalling at the level of tyrosyl phosphorylation of the 
MAP kinase ERK2. Tucaresol co-stimulation preferentially favours a 
Th1-type profile of cytokine production, enhancing the release of 
interleukin (IL)-2 and interferon-.gamrna. (IFN.gamma.), but not IL-4 or 
IL-6. This may be therapeutically favourable in promoting immune responses 
to intracellular pathogens, such as viruses, mycobacteria and protozoal 
parasites, as well as responses to immunogenic tumours. The Schiff 
base-forming class of ***immunopolentiatory*** drug provides the first 
oraffy-active, mechanism-based ""immunopotentiatory*" agent for 
therapeutic testing. Tucaresol is currently undergoing pilot Phase l/ll 
clinical trials as an ***tmmurwpotentiator*** in chronic hepatitis 8 
virus infection, HIV infection and malignant melanoma. 
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AB The invention relates to the use of a class of compds. as 

"**Smmunopotentiators*** , compns. contg. such compds., their manuf., 
combinations of such compds. with anti-tumor or anti-infective drugs and 
the use of such combinations in the prophylaxis or treatment of diseases 
arising from tumors or infections. The compds. form a Schiff base or a 
hydraione with T-ceD surface carbonyl or amino groups for the 
potentiation of an immune response. Effects of 4-(2-formyl-3- 
hydroxyphenoxymethyl)benzoic acid on T-lymphocyte priming to antigen were 
demonstrated with mice. 
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